Ascherio et al 1 saw no association of blood donation with myocardial infarction or fatal coronary heart disease (CHD) in men and concluded that this is "strong evidence against the hypothesis that iron depletion reduces coronary risk." This conclusion is not supported by their findings. Iron depletion was only achieved in a handful of men. Although blood donation was associated with lower plasma ferritin values, only those with the highest number of self-reported blood donations had mean ferritin values approaching iron depletion. "Iron depletion" does not simply mean iron loss; it signifies a particular condition with essentially no iron in storage but hemoglobin within the normal range.
Response
Dr Sullivan now suggests that only complete depletion of iron stores would reduce the risk of coronary disease and that we could not address this hypothesis because few men in our cohort were iron depleted. Nevertheless, previous studies that seemed to lend some credibility to the iron hypothesis suggested that even moderate decreases in iron stores would reduce coronary risk. Salonen et al 1 reported a Ͼ2-fold increase in the risk of myocardial infarction among men with baseline serum ferritin Ն200 /L compared with men with lower levels. The same investigators reported that one or more blood donations in the 24 months preceding the baseline examination was associated with an 88% reduction in risk of myocardial infarction (1 case out of 153 men who donated blood) during 9 years of follow-up, 2 whereas a separate group reported a significant reduction in risk of myocardial infarction in men who donated blood during the previous 3 years. No additional benefit was obtained by donating more than once or twice over 3 years. 3 Dr Sullivan commented in an editorial that these studies "are confirmatory of the key prediction that volunteer blood donation is associated with a significant decrease in vascular events." 4 In the same editorial, he commented that the finding of an increased risk of myocardial infarction among men heterozygous for the hemochromatosis gene is highly supportive of the hypothesis that iron is an important risk factor for ischemic heart disease. There is little reason to believe that more than a "handful" of men were iron depleted in any of those studies. In our study, 580 men reported Ն60 blood donations, and 10 cases of acute myocardial infarction occurred in this group (multivariate relative risk, 1.4; 95% confidence interval, 0.7-2.6). This result does not support the prediction of Dr Sullivan and other supporters of the iron hypothesis. Rather, it is consistent with the lack of association between serum ferritin and coronary disease observed in most prospective studies. 5 Jerome L. Sullivan
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